137 Pharmacology pathology laboratory for immunohistochemical evaluation of endothelial nitric oxide synthase (eNOS), inducible NOS (iNOS), apoptosis protease-activating factor-1 (APAF-1), and proliferating cell nuclear antigen (PCNA). Blood samples were also obtained for measurement of plasma tumor necrosis factor-α (TNF-α) and interleukin-6 (IL-6) levels. Liver regeneration rate was calculated according to Becker's formula. Results: The Becker's regeneration index and eNOS expression levels were similar between Group 1 and Group 3. iNOS and APAF-1 expressions were at the mild to moderate levels in Group 1, but these parameters were markedly increased in Group 3 on the 5 th postoperative day. Both groups had increased expression of PCNA, but the expression levels were comparable among the groups. Plasma TNF-α and IL-6 levels increased less in the propofol group than in the ketamine group. Conclusion: Our results demonstrate that the diminution of increase in iNOS expression, TNF-α, and IL-6 levels by propofol produces both an at tenuation of cellular apoptosis and increase in the proliferation process, suggesting that the antioxidative ef fects of propofol has a role in liver regeneration process (2). References: Background and Goal of Study: Interruption of hepatic inflow is a common procedure during trauma surgery, liver transplantation, and resectional surgery. However, the resulting period of hepatic ischemia (I) and subsequent reperfusion (R) can lead to liver injury and dysfunction through the initiation of inflammatory response (1). It has been known that desflurane and propofol protect the liver tissue via dif ferent mechanisms (2,3). The aim of this study is to compare the protection ef fects of desflurane and propofol on hepatic ischemia and reperfusion damage. Materials and Methods: A number of 30 Wistar rats randomized into 6 groups: the first group is ketamine+I (Group I-K), the second group is ketamine+I+R (Group IR-K), third group is desflurane+ketamine+I (Group I-D), fourth group is desflurane+ketamine+IR (Group IR-D), fif th group is propofol+ketamin+I (Group I-P) and six th group is propofol+ketamine+IR (Group IR-P). Af ter 30 minutes of hepatic ischemia in group I-K, I-P and I-D and af ter reperfusion in group IR-K, IR-D, IR-P analysis of tumor necrosis factor (TNF)-α, interleukin (IL)-1β, malondialdehite (MDA) in intra cardiac blood and liver tissue samples performed and degrees of tissues ischemia evaluated. Results and Discussion: IL-1β levels were significantly higher in Group IR-K and IR-D compared to the ischemic period (p< 0.05). TNF-α levels were significantly higher in Grup I-P compared to Group I-D (p=0.009). MDA levels and ischemic degrees were similar in all groups. The number of polymorphoneclear leukocy tes (PNL) in Group I-K was significantly lower compared to Group I-D and I-P (p=0.009). The numbers of PNL in IR groups were similar. Although TNF-α levels were statistically higher in Group I-P than Group I-D at the end of ischemia, to determine which agent is more protectible in liver tissue, new researches with higher animals is needed. 
Background and Goal of Study:
Interruption of hepatic inflow is a common procedure during trauma surgery, liver transplantation, and resectional surgery. However, the resulting period of hepatic ischemia (I) and subsequent reperfusion (R) can lead to liver injury and dysfunction through the initiation of inflammatory response (1). It has been known that desflurane and propofol protect the liver tissue via dif ferent mechanisms (2,3). The aim of this study is to compare the protection ef fects of desflurane and propofol on hepatic ischemia and reperfusion damage. Materials and Methods: A number of 30 Wistar rats randomized into 6 groups: the first group is ketamine+I (Group I-K), the second group is ketamine+I+R (Group IR-K), third group is desflurane+ketamine+I (Group I-D), fourth group is desflurane+ketamine+IR (Group IR-D), fif th group is propofol+ketamin+I (Group I-P) and six th group is propofol+ketamine+IR (Group IR-P). Af ter 30 minutes of hepatic ischemia in group I-K, I-P and I-D and af ter reperfusion in group IR-K, IR-D, IR-P analysis of tumor necrosis factor (TNF)-α, interleukin (IL)-1β, malondialdehite (MDA) in intra cardiac blood and liver tissue samples performed and degrees of tissues ischemia evaluated. Results and Discussion: IL-1β levels were significantly higher in Group IR-K and IR-D compared to the ischemic period (p< 0.05). TNF-α levels were significantly higher in Grup I-P compared to Group I-D (p=0.009). MDA levels and ischemic degrees were similar in all groups. The number of polymorphoneclear leukocy tes (PNL) in Group I-K was significantly lower compared to Group I-D and I-P (p=0.009). The numbers of PNL in IR groups were similar. Although TNF-α levels were statistically higher in Group I-P than Group I-D at the end of ischemia, to determine which agent is more protectible in liver tissue, new researches with higher animals is needed.
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9AP4-3
Comparison of genotoxicity and oxidative stress in patients undergoing non-invasive surgery under isoflurane and propofol anaesthesia . Lit tle is known about the antioxidant capacity in patients submit ted to ISO or PROP . As an antioxidant compound, PROP could protect against oxidative stress in patients submit ted to surgical procedure. This study aimed to compare the ef fects of ISO and PROP anaesthesia on DNA of lymphocy tes and on the total antioxidant performance (TAP) in patients submit ted to non-invasive surgery. Materials and Methods: The Ethical Commit tee of the Institution approved the protocol of the study. Patients suf fering from any disease (other than surgical abnormality), smokers, alcoholics and those who were under medication or received radiation were excluded. The study included 30 adult ASA physical status I patients submit ted to othorhinological surgery. Patients were randomised to receive intravenous anaesthesia with PROP (n=15) or inhaled anaesthesia with ISO (n=15). Blood samples were drawn at: baseline, 120 min of surgery, and the following day of surgery. DNA damage (strand breaks, alkali-labile sites and oxidative lesions) was evaluated in lymphocy tes by comet assay and tail intensity was calculated by sof tware to estimate the ex tent of damage. TAP measured antioxidant capacity in hydrophilic compartment in plasma and oxidation kinetics were monitored by measuring the fluorescence using a multiwell plate reader. Data were compared between groups and in the same group by ANOVA followed by Tukey test to investigate dif ferences at dif ferent time points. Results and Discussion: Patients enrolled in the study were young adults (25±7 years ISO x 28±10 years PROP) with normal body mass index (24±4 kg/m 2 ISO x 23±3 kg/m 2 PROP). No dif ferences in DNA damage were observed in the same group or between groups (P>0.05). TAP did not dif fer between groups (P>0.05); however, TAP increased during surgery in relation to baseline with PROP anaesthesia (P< 0.05), but not with ISO. Background and Goal of Study: Metastatic cancer-induced bone pain (CIBP) is the result of increased osteoclastogenesis activity within cancer bone microenvironment. Calpain, a calcium-dependent cysteine protease, has been demonstrated to regulate Receptor Activator of NFΚB Ligand (RANKL)-induced osteoclastogenesis. In the present study, Calpain inhibitor was applied in murine RAW264.7 cells to determine whether its inhibition could successfully block osteoclastogenesis process and its possible mechanism. Materials and Methods: Dif ferent dosages of RANKL (0-100ng/ml) and RANKL(50ng/ml) plus Calpastatin (50nM) were applied in RAW264.7 cells respectively for continuous 6 days to induce complete osteoclastogenesis. Calpain activity of each group was measured on day 2 using a fluorometric assay kit. On day 6, we applied two approaches in all groups to determine the maturity of osteoclast. One was Tartrate-resistant acid phosphatase (TRAP) stain, whose positively stained multinucleated cells with three or more nuclei were defined as mature, and the other was pit formation assay, which used artificial substrate of osteoclasts to quantitatively measure their bone resorbing function. Furthermore, Western Blot analysis of NFΚB and c-Fos were examined in Calpastatin (50nM) inhibition group and RANKL (50ng/ml) induction alone group. Results and Discussion: Calpain activity positively correlated with both TRAP positive cell count (p< 0.05) and pit formation area (p< 0.05) in RANKLinduced RAW264.7 cells. Calpastatin inhibition significantly inhibited TRAP positive cell count (p< 0.05) and pit formation area (p< 0.05). Additionally, NFΚB and c-Fos protein expression were both significantly decreased af ter Calpastatin inhibition (p< 0.05), comparing with RANKL induction alone.
Conclusion(s):

Calpain inhibition can ef fectively block RANKL-induced osteoclastogenesis in murine RAW264.7 cells. The underlying mechanism could be through upstream activation of both NFΚB and c-Fos.
[Calpain inhibitor ef fect]
9AP4-6
The DNA damage and repair of peripheral blood leucocy tes (PBL), liver, kidney and brain cells of mice following repeated exposure to isoflurane Brozovic G., Orsolic N., Rozgaj R., Sakic K.
Clinical Hospital Sveti Duh, Depar tment of Anaesthesiology and Intensive Care, Zagreb, Croatia
Background and Goal of Study: Study was investigated the relationship between DNA damage and repair of PBL, liver, kidney and brain cells of Swiss albino mice induced by repeated exposure to isoflurane. Genetic damage was established by alkaline comet assay. Materials and Methods: Swiss albino mice were from our own conventional breeding farm. Experimental groups of mice were exposed to isoflurane (1.7 vol%) in oxygen two hours daily, for three consecutive days. Animals were sacrificed by cervical dislocation.The forty mice were divided into eight groups; control group (I), group of mice sacrificed third day of experiment immediately af ter exposure to isoflurane (II), 2 hours (III), 6 hours (IV), 24 hours (V), 48 hours (VI), 72 hours (VII) and 120 hours later (VIII). Each group comprised of five mice. The alkaline comet assay method was carried out on PBL, brain, liver and kidney cells of Swiss albino mice. A total of 500 cells of the same kind from each group were analysed under a Leitz Orthoplan epifluorescence microscope at 250 x magnifications, equipped with an excitation filter of 515-560 nm and barrier filter of 590 nm. Microscope was connected through camera to a computer-based image analysis system (Comet Assay IV sof tware, Perspective Instruments). As a measure of the DNA damage was the tail length (TL, the distance of DNA migration from the centre of the body of the nuclear core presented in micrometers).
Results and Discussion:
Control
Isoflurane 0h
Isoflurane 2h
Isoflurane 6h
Isoflurane 24h
Isoflurane 48h
Isoflurane 72h The results of comet assay performed on PBL, liver, kidney and brain cells are presented in Table 1 . The ex tent of DNA damage at the specific time af ter repeated exposure to isoflurane was dif ferent for each examined organ. The highest DNA damage was observed on liver and kidney cells 2 hours af ter the last exposure but on PBL and brain cells 4 hours later; 6 hours af ter the last treatment. Significant repair of broken DNA of PBL was observed af ter 24 hours, but even 5 days af ter the exposure, DNA of PBL and brain cells didn't completely repair. DNA of liver cells and kidney cells started to repair 48 hours af ter the treatment.
Conclusion(s):
Even 5 days af ter the repeated exposure to isoflurane PBL and brain cells didn't restore their damaged DNA.
9AP4-7
Midazolam induce apoptosis in mouse leydig cells and MA-10 tumor cells through caspase-3,caspase-8 and caspase-9
So E.C., Lin Y.X., Huang B.M., Wang Y.K., Wong K.L., Poon P . W. Background and Goal of Study: In the literature, there is no information about the sevoflurane (sevo) genotoxicity in healthy young patients submit ted to non-invasive surgery. The study aimed to evaluate a possible oxidative DNA damage in patients submit ted to non-invasive surgey with sevo anaesthesia.
Materials and Methods:
The Ethical Commit tee of the Institution approved the protocol used. This prospective study included 15 ASA I adult patients scheduled for otorhinological surgery and anaesthetized with sevo (1-1.5 MAC). All patients signed the informed consent. Blood samples were drawn at 4 time points: before anaesthesia induction, 15 min af ter anaesthesia induction and before surgery, 120 min of surgery and on the first postoperative day. Bases oxidations were evaluated by comet assay and % DNA in tail was considered to estimate DNA damage. Results and Discussion: There were no significant dif ferences in DNA oxidized bases among the four time points evaluated (P > 0.05). Dif ferently from our results, the positive findings in DNA damage in ASA I-II patients submit ted to invasive surgery under sevo anaesthesia 1,2 might be related to the recruited patients and/or type of surgery. Conclusion(s): Sevo anaesthesia does not to induce oxidative DNA damage in lymphocy tes from ASA I patients submit ted to non-invasive surgery. References: (optional):
